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&’C.A 74-799

Taro Pharmaceuticals Inc.
Attention: Avraham Yacobi, Ph.D.
5 Skyline Drive
Hawthorne, NY 10532

Dear Sir:

This is in reference to your abbreviated new drug application
dated November 30, 1995, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act, for Fluocinonide
Topical Solution USP, 0.05%.

Reference is also made to your amendments dated October 30,
November 27, December 12, and December 18, 199~.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted labeling. Accordingly, the
application is approved. The Division of Bioequivalence has
determined your Fluocinonide Topical Solution USP, 0.05% to be
bioequivalent to the listed drug (Lidex@ Topical Solution of
Hamilton Pharma Inc.).

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of
Generic Drugs should be advised of any change in the marketing
status of this drug.

..

We request that you submit, in duplicate, any proposed
advertising or promotional copy which you intend to use in your ‘;>
initial advertising or promotional campaigns. Please submit all
proposed materials in draft or mock-up form, not final print.
Submit both copies together with a copy of the proposed or final
printed labeling to the ,bivision of Drug Marketing, Advertising, ~
and Communications (HFD-240). Please do not use Form FD-2253
(Transmittal of Advertisements and Promotional Labeling for Drugs
for Human Use) for this initial submission.
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We C&ll your attention to 21 CFR 314.81(b) (3) which requires that
materials for any subsequent advertising or promotional campaign
be submitted to our Division of Drug Marketing, Advertising, and
Communications (HFD-240) with a completed Form FD-2253 at the
time of their initial use.

i!ziz~&’’/”/”-
Director
Office of Generic Drugs
Center for Drug Evaluation and Research

cc: ANDA 74-799
ANDA 74-799/Division File
Field Copy
HFD-600~Reading File
HFD-610/J.Phillips
HFD-O08/P.Savino

,,.

HFD-93

Endorsements:
HFD-613/L.Golson/ 12-23-96

*, +:: ,Z,UI,L

HFD-613/J.Grace/12-23-96 ~.HA ~
HFD-627/N.Nashed, Ph.D./l2-23 -26~}titil %lql~
HFD-627/P.Schwartz, Ph.D./l2-23-96 )Ik~\,2)J L
HFD-617/J.Buccine/12-23-96 ~fi@~/9z
Drafted: J.Buccine 12-22-96
x:\NEw\FIRMsNz\TARo\74799 .AP
F/T by MM December 23, 1996
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2.

3.

4.

5.

7.

9.

MUUU)!! 74-799

Am AD17RRSS OF APP.UCANX

Taro Pharmaceuticals Inc.
130 East Drive
Bramalea, Ontario L6T 1C3
Canada

SSION

In the opinion and to the knowledge of the firm, there are
no patents that claim the listed drug referred to in this
application, Lidex (Fluocinonide) Topical Solution.

The firm certifies that the reference listed drug is not
entitled to a period of marketing exclusivity.

PLRlfRNT(s) 6.

N/A N/A ;

NONPKHUEXARY NAME 8. T(s) PROVIDE(S) FOR .●

Fluocinonide N/A

TS

Original 11/30/95
Amendment 2/14/96
Amendment 10/30/96
Amendment 11/18/96
Amendment 11/27/96
Amendment 12/12/96

10.

Anti-inflammatory

12. /NDl@MF(s~

13. JIOSAGRFORM 14. J?OT~NcY

Solution 0.05%

15. ~ICAL NAME AND STRUCTURH

,

Pregna-l,4-diene-3 ,20-dione,21- (acetyloxy)-6,9-difluoro-ll-
hydroxy-16,17- [(l-methylethylidene) bis(oxy) ]-,



16. RF.POa

17.

18. IONS

The application is approvable.

19. 1?CO~F!D ..

Nashed E. Nashed, Ph.D. 12/17/96

Supervisor: Paul Schwartz, Ph.D. 12-17-96

.,.”
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OFFICE OF
DIVISION OF

ANDA # 74-799 SPONSOR: Taro

DRUG: Fluocinonide
DOSAGE FORM: Topical Solution
STRENGTHS/(s): 0.05%

GENERIC DRUGS
BIOEQUIVALENCE

Pharmaceuticals U.S.A., Inc.

TYPE OF STUDY: Single/Mult-iple Waiver

STUDY SITE:
~c)~ A ~1~=~ GE~~~~~

STUDY SUMMARY: As per interim guidance for inactive ingredients for
topical solution, this test product comes under the category of Q1

same, Q2 cliff. ANDA in this category can be accepted for filing
with explanation as long as Q2 i-snot greater than maximum cone. in

the IIG; may require in Vlvo BE StudY” A1l .eXcipients ‘n ‘Opical
products are exception excipients (EE). The d~fference m the cone.
of alcohol and di-isopropyl adipate between test and reference

products are less than Propylene glycol in the test product is,

ore than RLD. However, propylene glycol is EE and its cone.

is within the IIG potency range. There is no qualitative difference

in ingredients between test and reference product. The pH and

specific gravity data provided by the firm show no significant

differences between the two products. Therefore, waiver Of in Vivo

bioequivalence study is granted under 21 CFR 320.22 (b) (3) .

DISSOLUTION: Not applicable

PRIMARY REVIEWER: Kuldeep R. Dhariwal, Ph.D, BRANCH: II

INITIAL: ~~~’’~”’. DATE sj21/q&

BRANCH CHIEF: Shrinlwas N rurkar, Ph.D., BRANCH: II
#

‘OVv’J’JATE ~!=@4 /

DI%CTOR
DIVISION OF OEQU A.LENCE: Keith Chanf Ph.D

INITIAL :
/ ~DATE- .

DIRECTOR
OFFICE OF GENERI DRUGS :

INITIAL: ~ DATE

/’
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ANDA 74-799

Taro PharmaceuticalsU.S.A.,Inc.
U.S.Agentfor:TaroPharmaceuticals,inc.

Attention:MichaelKohIbrenner
6 SkylineDrive
HawthorneNY 10532
1,,,1111,,,,1,1,1111,,,1,11,1,11

Dear Sir:

Reference is made to your abbreviated new drug application submitted pursuant to Section 505 @
of the Federal Food, Drug and Cosmetic Act for Fluocinonide Topical Solution USP, 0.05°/0.

TheDivisionofBioequivalencehascompleteditsreviewandhasnofiutherquestionsat
thistime.

Pleasenotethatthebioequivalencycommentsexpressedinthisletterarepreliminary.Theabove
bioequivalencycommentsmayberevisedafterreviewoftheentireapplication%uponconsideration
ofthechemistry,manufiwhuhgandcontrols,microbiology,labelingorotherscientificorregulatory
issues.A reviseddeterminationmayrequireadditionalinformationand/orstudies,ormay conclude
thattheproposedformulationisnotapprovable.

Sincerely yours,

J21

1-L
Director,DivisionofBioequkmlence
OfficeofGenericDrugs
CenterforDrugEvaluationandResearch

,
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Fluocinonide Topical Solution,USP
0.05%
ANDA # 74-799
Reviewer: Kuldeep R. Dhariwal
File Name : 74799W. 296

Taro Pharmaceuticals U.S.A. Inc.
U.S.Agent for: Taro
Pharmaceuticals, Inc.

6 Skyline Drive
Hawthorner NY 10532
Submission Date:
February 14, 1996

Review of a Waiver Request

The firm requests a waiver of the bioequivalence requirement for
Fluocinonide Topical Solution USP, 0.05%,” in accordance with 21
CFR 320.22 (b) (3) of the regulations. The ANDA was submitted on
November 30, 1995. The agency issued refuse to file letter
because the firm did not provide quantitative comparison of the
formulation of their proposed drug product with that of the
reference listed drug. The firm submitted the required
information on February 14, 1996.

Fluocinonide is indicated for the relief of the inflammatory and
pruritic manifestations of corticosteroid-responsive dermatoses.
The reference listed drug is Lidex” (NDA #N18849) manufactured by
Syntex Laboratories (Hamilton Pharma, CA) .

FORMULATION: The firm provides following formulation based on
quantitative analysis of test and reference products:

Ingredient Test Reference Absolute
(Syntex) Difference

Fluocinonide .0524%” .050%”
Alcohol
Citric Acid
Di-isopropyl Adipate
Propylene Glycol
Water

* quantity based on formula and was not determined through -
quantitative analysis .,

The firm has also provided the comparison of the physiochemical
properties of test-and reference p;oducts:

--

,.
/ Test Reference

Appearance Clear colorless solution, Clear colorless
free from any particles solution, free

any particles
pH 4.20 4.18
Specific Gravity 0.9499 0.9477

,

from



This reviewer compared the formula composition of the test
product with that of reference product:

Not to be released under FOI

Ingredient Test Reference Absolute
difference

Fluocinonide 0.0524% 0.05%
Alcohol
Citric Acid
Di-isopropyl Adipate
Propylene Glycol
Water

* obtained by adding up other ingredients and subtracting from
100.

Comments:

1. The test product is a topical solution. The route of
administration, dosage form, and active ingredient are the same
as reference listed drug.

2. The inactive ingredients in the test product are qualitatively
same as RLD. The difference in the concentrations of alcohol and
di-isopropyl adipate between test and reference products are less
than Propylene glycol concentration in test product is
higher based on quantitative analysis and higher based on
formula comparison than the reference product. The firm did not
determine citric acid quantities. The concentration of citric
acid is higher in test compared to reference based on formula
comparison. However, the concentrations of all inactive
ingredients in the test product are within the potency range
given in the IIG for same route of administration.
The pH and specific gravity data provided by the firm show no
significant differences between the two products.

3. As per interim guidance for inactive ingredients for topical
solution, waiver can be granted if the test product is Q1
(qualitative) and Q2 (quantitative) same. The Q2 same meaning “
“essentially the same”, i.e. within the +/-5% of the .,
concentration of the RLD. If the test product is Q1 same, Q2
cliff., then the AI’JDAis acceptable four filing with explanation as
long as Q2 is not greater than maximum concentration in the IIG;
may require in vivo BE stmidy.

. ,
4. The test product comes under the category of Q1 same, Q2 cliff.
The concentrations of all inactive ingredients are less than the
maximum concentration for topical solution in the IIG. However,
according to interim guidance for inactive ingredients, some
drugs in this category (QI same, Q2 cliff) may require in vivo BE
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study . The criteria as to which drug would require BE study are
being developed.

S. All excipients in topical products are considered exception
excipients as per interim guidance for inactive ingredients. The
acceptable potency range for propylene glycol in a topical
solution is 3% to 99.99% (IIG, 1996) . The concentration of
propylene glycol in the test product is more than the
reference product based on quantitative analysis. However,
propylene glycol is an exception excipient and its concentration

:rom the formulation; by quantitative analysis) is
within the IIG poency range. There is no qualitative difference
in ingredients between test and reference product. The pH and
specific g%%?lvity data provided by the firm. show no significant
differences between the two products. Therefore, waiver may be

granted.

Recommendation:

The Division of. Bioequivalence agrees that the information
submitted by Taro Pharmaceuticals U.S.A. demonstrates that
fluocinonide topical solution, USP 0.05% falls under 21 CFR
320.22 (b) (3) of the bioavailability/bioeq’uivalence regulations.
The waiver of the in vivo bioequivalence study requirements for
the 0.05% topical solution of the test product is granted. From
the bioequivalence point of view, the Division of Bioequivalence

deems the test product to be bioequivalent to Lidex@ topical
solution 0.05% manufactured by Syntex.

yt’e+-~d ‘.

Kuldeep R. Dhariwal, Ph.D.
Review Branch II
Division of Bioequivalence

RD INITIALED S.NERURKAR
FT INITIALED S.NERURKAR ~&@S\a\~LDate

Concur:
tlr Chan, Ph.D. ‘ate+

rector, Division’of Bioequivalence.

. #74799 (original), HFD-600 (Hare) , H~-630, HFD-655cc :ANDA
(Nerurkar, Dhariwal), Drug File, Division File

Draft: 051796; Final: 0S2196


